Methods. UV spectra were recorded in water using an Agilent 8453 UV-Vis spectrophotometer for polyamide 3. To solvate polyamides 1, 2 and 4 in water at sufficiently high concentrations for DNase I footprinting, 5 μL of DMSO was added to a 20 nmol aliquot of polyamide. The solution was then diluted using RNase-free DEPC water. UV spectra of 1, 2 and 4 were blanked against solutions containing appropriate amounts of DMSO. The concentrations of polyamides 1 and 2 were determined using a local max of 313 nm, = 69,500 L·mol -1 ·cm -1 . The concentrations of polyamides 3 and 4 were determined using a local max of 288 nm, = 43,125 L·mol -1 ·cm -1 . LASER desorption / ionization timeof-flight mass spectrometry (MALDI-TOF MS) was performed using an Applied Biosystems Voyager DE Pro spectrometer. Analytical and preparative high-pressure liquid chromatography (HPLC) were performed with a Beckman Gold system equipped with a diode array (analytical) or single-wavelength (preparative) detector as previously described. Synthesis. Polyamides 1 and 2 were synthesized on Kaiser oxime resin 2 and 3 and 4 were synthesized on Boc--Ala-PAM resin, 3 using previously described methods. Plasmid Preparation. Plasmids were constructed by ligating the following hybridized inserts into the BamHI / HindIII polycloning site in pUC19:
The ligated plasmid was then transformed into JM109 subcompetent cells. Colonies were selected for -complementation on agar plates containing 50 mg/L ampicillin, 120 mg/L IPTG, and 40 mg/L X-gal after overnight growth at 37 ºC. Cells were harvested after 16 h growth at 37 ºC in LB medium containing 50 mg/L ampicillin. Plasmids were then purified by mini-prep kits. The presence of the desired inserts was determined by capillary electrophoresis dideoxy sequencing methods.
Preparation of 5'-Labeled DNA for DNase I Footprinting. Two primer oligonucleotides, 5'-AATTCGAGCTCGGTACCCGGG-3' (forward) and 5'-CTGGCACGACAGGTTTCCCGA-3' (reverse) were constructed for PCR amplification. The forward primer was radiolabeled using [ -32 P]-dATP and polynucleotide kinase, followed by purification using ProbeQuant G-50 spin columns. The desired DNA region was amplified as previously described. 4 The labeled fragment was loaded onto a 7% nondenaturing preparatory polyacrylamide gel (5% cross-link), and the desired 283 (pKAM3, pKAM4, pJWP17) base-pair band was visualized by autoradiography and isolated. Chemical sequencing reactions were performed according to published protocols. 4 Quantitative DNase I Footprint Titrations. All reactions were carried out in a volume of 400 μL according to published protocols. Polyamides were equilibrated with the radiolabeled DNA for 14 hours prior to DNase I cleavage at 23 ºC. Quantitation by storage phosphor autoradiography and determination of equilibrium association constants were as previously described. Supporting Figure 4 . K a -weighted sequence logos for a) polyamide 2 (2516 highest intensity sequences) and b) polyamide 4 (48 highest intensity sequences).
